and the Departments of tPathology, §Surgery, and *Endocrinology, Charing Cross Hospital, London SUMMARY A 25 year old woman suffering from recurrent attacks of hypoglycaemia underwent a laparotomy for suspected insulinoma. No tumour was found, but histology showed islet cell hyperplasia and nesidioblastosis. Although these changes have been reported as a cause of hypoglycaemia in infants, they are only rarely the cause of hypoglycaemia in adults; in the present case they were found to be the result of covert sulphonylurea administration. The fact that sulphonylureas can cause nesidioblastosis is not well recognised by either physicians or pathologists and it should be considered before "cryptogenic nesidioblastosis" is deemed the cause of hypoglycaemia in adults.
In adults, hyperinsulinaemic hypoglycaemia is usually associated with an islet cell adenoma or carcinoma.' 2 Nesidioblastosis, a term used by Laidlaw3 to describe the neoformation of islet cells from pancreatic duct epithelium, is often found in association with other islet cell abnormalities, such as hyperplasia and adenomatosis, as a cause of inappropriate insulin secretion in infants;45 but only rarely has it been reported in adults.67 We describe a case in which adult nesidioblastosis was associated with factitious hypoglycaemia produced by sulphonylurea. Accepted for publication 13 February 1984 Tlhe possibility of factitious hypoglycaemia was considered, but a thorough search of her room and constant surveillance revealed no evidence of drug intake. Self administration of insulin was excluded by the later finding of normal unsuppressed C peptide concentrations (0-5 pmol/ml) during hypoglycaemia, thus strengthening the possibility of an islet cell tumour. Abdominal ultrasound examination showed slight enlargement of the tail of the pancreas, but no localised tumour was seen. Selective angiography of the superior mesenteric and splenic arteries revealed no abnormality.
Initially, she was treated with constant infusion of 10% dextrose solution and boluses of 50% dextrose during hypoglycaemic episodes; later she was given 400 mg/day of diazoxide and 325 mg/day of propranolol, but severe hypoglycaemic episodes continued. Accordingly, she was referred to Charing Cross Hospital, London, so that transhepatic catheterisation of pancreatic veins and insulin assay could be considered for preoperative localisation of a presumptive tumour. Repeat ultrasound examination and computed tomography of the abdomen confirmed slight enlargement of the tail of the pancreas but no tumour was identified. At laparotomy no tumour could be located, and a subtotal (75 %) distal pancreatectomy was performed. Following this, blood glucose concentration rose to 22 mmol/l within one hour. The postoperative period was complicated by an episode of unexplained supraventricular tachycardia and hypotension, but blood glucose concentrations remained in the normal range. 651
MATERIAL AND METHODS
The pancreatic tissue removed was in five fragments, with a total weight of 58 g. It was sliced at 3 mm intervals and fixed in neutral formalin. One millimetre cubes were postfixed in 1 % osmium tetroxide, block stained in 2 % aqueous uranyl acetate, and processed to Araldite resin. Gold interference colour ultrathin sections were stained with Reynold's lead citrate and examined with a Philips electron microscope. The rest of the tissue was embedded in paraffin and 3 gm sections stained with haematoxylin and eosin, Gomori's aldehyde fuschin, and Grimelius silver impregnation for argyrophilia. Immunohistochtmical stains for insulin, glucagon, gastrin, pancreatic polypeptide, and secretin were also carried out (Dr J Polak) in paraffin embedded tissue by an immunoperoxidase method. The estimation of the endocrine cell mass was performed in random sections by a point counting method.8
RESULTS
No neoplasm was seen with the naked eye or on histological examination of all the tissue received. Assessment of the pancreatic islet cell mass showed an insular mass of 4-6% of the total pancreas, equivalent to about 2-4 times the normal range (0-55-2-9; mean 1-97).Y This was due to an increase in the size and number of islets, some of which were small and appeared to be budding from large islets or ducts (Fig. 1 ). There were also endocrine cells in the walls of large ducts (Fig. 2) as well as endocrine cells forming small tubules and clusters among exocrine cells (Fig. 3) . Electron microscopy showed isolated endocrine cells among exocrine cells (Fig. 4) . Both insulin type granules, characterised by rectangular -structures within dense core granules (Fig. 5) 
